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77)e MAILING DATE of this communication appears on the cover sheet with the correspondence address - 



Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)IE1 Responsive to communication(s) filed on 10 June 2004 . 
2a)D This action is FINAL. 2b)|EI This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) E Claim(s) 7-77 is/are pending in the application. 

4a) Of the above claim(s) 77-77 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) S Claim(s) 7-70 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) ^ Claim(s) 77-77 are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)Q accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) Notice of References Cited (PTO-892) c2 AjLtC& 4) □ interview Summary (PTO-41 3) 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) ^ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) D Notice of Informal Patent Application (PTO-1 52) 

Paper No(s)/Mail Date 10 sheets , iojoi/ol^ 9\l(ot / 3lf((o2, 6) □ Other: . 

U.S. Patent and Trademark Office ~~ — 

PTOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 8312004 
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I . Applicant's election with traverse of Group I, claims 1-10 and species SEQ 
ID NO: 2, 5, 6, 7, 12-17, in the reply filed on June 10, 2004 is acknowledged. The 
traversal is on the ground(s) that for a restriction requirement to be proper, the 
Examiner must show (1) that the inventions defined by the restricted groups of 
claims are independent and distinct, and (2) that there would be a serious burden 
on the Examiner if restriction was not required. M.P.E.P. 803. Applicants assert 
that the Examiner has focused on only the first part of this two-part test. In order to 
properly restrict the groups, the Examiner needs to show that there would be a 
serious burden in examining the claims together. Applicants submit that no such 
serious burden exists, and respectfully submit that withdrawal of the restriction 
requirement as to the claims of Groups I, II and V is appropriate. Specifically, 
because the claims of each group are directed to compositions comprising at least 
one oligonucleotide comprising both an RNA region and a DNA region, wherein at 
least one terminus of the oligonucleotide comprises RNA, this subject matter must 
be searched for each group. Thus, a thorough search and examination of Groups I, 

II, and V together does not represent an undue burden and Applicants respectfully 
request that the Examiner reconsider this restriction requirement. See M.P.E.P. 803 
("If the search and examination of the entire application can be made without 
serious burden, the examiner must examine it on the merits, even though it 
includes claims to independent or distinct inventions." (emphasis added). 
Applicants expressly reserve their right, under M.P.E.P. 821.04, to add method 
claims to this application that depend from, or otherwise incorporate all limitations 
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of, the product claims of Groups I, II, and V for rejoinder with allowed product 
claims in this application. 

This is not found persuasive. With regard to Applicants' assertions that there is 
no serious search burden to the Examiner to examine Groups I, II and V together, it is 
noted that a serious search burden is created because the Groups II and V would 
require additional search for the composition that comprises not only the RNA and 
DNA as set forth in the invention of Group I, but also the other ingredients claimed in 
Groups II and V, for example the antigen. The restriction Groups have acquired a 
separate status in the art as a separate subject for inventive effect and require 
independent searches. The search for each of the above inventions is not co-extensive 
particularly with regard to the literature search. A reference, which would anticipate 
the invention of one group would not necessarily anticipate or make obvious any of the 
other groups. Moreover, as to the question of burden of search, classification of 
subject matter is merely one indication of the burdensome nature of the search 
involved. The literature search, particularly relevant in this art, is not co-extensive and 
is much more important in evaluating the burden of search. Burden in examining 
materially different groups having materially different issues also exist. The restriction 
requirement between Groups I, II and V is maintained. 

It is also noted that Applicants expressly reserve their right, under M.P.E.P. 
821.04, to add method claims to this application that depend from, or otherwise 
incorporate all limitations of, the product claims of Group I for rejoinder with 
allowed product claims in this application. Process claims that depend from or 
otherwise include all the limitations of the patentable product will be entered 
as a matter of right if the amendment is presented prior to final rejection or 
allowance, whichever is earlier. Amendments, submitted after final rejection, are 
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governed by 37 CFR 1.116; amendments submitted after allowance are governed 
by 37 CFR 1.3 12. 

In the event of rejoinder, the requirement for restriction between the product 
claims and the rejoined process claims will be withdrawn, and the rejoined process 
claims will be fully examined for patentability in accordance with 37 CFR 1.104. 
Thus, to be allowable, the rejoined claims must meet all criteria for patentability 
including the requirements of 35 U.S.C. 101, 102, 103, and 1 12. Until an elected 
product claim is found allowable, an otherwise proper restriction requirement 
between product claims and process claims may be maintained. Withdrawn process 
claims that are not commensurate in scope with an allowed product claim will not 
be rejoined. See "Guidance on Treatment of Product and Process Claims in light 
of In re Ochiai, In reBrouwer and 35 U.S.C. § 103(b)/' 1184 O.G. 86 (March 26, 
1996). Additionally, in order to retain the right to rejoinder in accordance with the 
above policy, Applicant is advised that the process claims should be amended 
during prosecution either to maintain dependency on the product claims or to 
otherwise include the limitations of the product claims. Failure to do so may 
result in a loss of the right to rejoinder. 

Further, note that the prohibition against double patenting rejections of 35 
U.S.C. 121 does not apply where the restriction requirement is withdrawn by the 
examiner before the patent issues. See MPEP § 804.01. 

The requirement is still deemed proper and is therefore made FINAL. 

2. Claims 11-17 have been withdrawn from further consideration pursuant to 
37 CFR 1.142(b), as being drawn to a nonelected inventions, there being no 
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allowable generic or linking claim. Applicant timely traversed the restriction 
(election) requirement in the reply filed on June 10, 2004. 

3. It is noted that elected SEQ ID NO: 2, 5, 6, and 7 have an effective filing 
date of June 7, 2000. These sequences were first disclosed in the provisional 
application 60/209797, filed June 7, 2000. Elected SEQ ID NO: 12-17 have an 
effective filing date of June 7, 2001. These sequences were first disclosed in the 
non-provisional application 09/874991, filed June 7, 2001. 

4. Claims 8-10 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for in vitro use of the immunostimulatory 
compositions, does not reasonably provide enablement for in vivo use of the 
immunostimulatory compositions. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. 

The claims are directed to an immunostimulatory composition comprising at 
least a first oligonucleotide and a second oligonucleotide, wherein both the first 
and second oligonucleotides each contain at least one RNA region and at least one 
DNA region, wherein at least one terminus of each oligonucleotide comprises 
RNA. Claims are also recite that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile. 
Claims are directed to an adjuvant comprising at least one oligonucleotide 
comprising both an RNA region and a DNA region, wherein at least one terminus 
of the oligonucleotide comprises RNA. 
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It is noted that the compositions contemplate both in vitro and in vivo use of 
these compositions. 

The specification discloses in vitro methods (simulation of Thl And Th2 
type cytokine production, release of IL-6, release of IFN-gamma, B cell 
proliferation, stimulation of IgM secretion) using human peripheral lymphocytes 
and SEQ ID NO: 2, 5, 6, 7, HDR (hybrid DNA and RNA) and SEQ ID NO: 1 
(only DNA, as a control) (see specification examples 2-7 on pages 34-47 and 
Tables 1-9). The specification teaches that the HDR does indeed stimulate 
different immune stimulation profiles, but only via in vitro means. Applicants 
speculate in the specification that, "it is expected that the HDRs of the invention, 
including mixtures of HDRs that elicit complementary patterns of activation, will 
provide correspondingly superior improvement to Thl and Th2 responses in a 
patient as compared to DNA-based oligonucleotides." (p. 36). However, the 
specification does set forth any enablement for HDRs eliciting a different immune 
stimulation profile in an animal or patient or adjuvant activity in an animal or 
patient. Examples 8-10 (see pages 48-50 of the specification) set forth a prophetic 
protocol of how one of skill in the art would do these in vivo experiments, not that 
there were actually performed or that the immune stimulation was achieved in the 
same manner as for the in vitro experiments in Examples 2-7. Example 8 states, 
that "HDR injected mice will show increased levels of total IgM as opposed to the 
PBS injected controls." (p. 48). Example 9 only shows in vivo use of SEQ ID NO: 
2. Example 10 states that the "HDR injected animals will show elevated levels of 
anti-BSA ..." (p. 50). The specification further asserts that the list of HDRs (see 
pages 51-64) are illustrative sequences have been selected in light of ODN 
sequences known in the art to posses immunostimulatory activity (innate, global, 
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cellular and/or humoral), and in light of the surprising observation reported herein 
that hybrid RNA-DNA ONDs (HDRs) possess robust immunostimulatory activity 
both in vitro an in vivo. Using the teachings of Examples 1-10, or other assays 
commonly used in the art, the skilled artisan will recognize that such HDRs, and 
all other HDR sequences within the scope of the invention can be assayed in vitro 
or in vivo for immunostimulatory activity (see p. 51). However, none of the 
sequences listed on pages 5 1-64 have been tested and they are not of the same 
structure as the tested SEQ ID NO: 2. SEQ ID NO: 2 is a RDR (meaning it has 
RNA at both termini and a DNA, CpG, center) while SEQ ID NO: 12-17 are DR 
(meaning only one terminus is RNA). It is not clear that a DR will function in the 
same manner as a RDR in either an in vitro or in vivo situation. 

The state of the art is not clear with regard to the in vivo use of a hybrid 
RNA/DNA. Cong et al 2003 (BBRC, 2003, 310:1 133-1 139) teach that hybrid 
DNA/RNA provide similar in vitro results as set forth in the specification, but does 
not teach that this is yet possible in vivo. Cong et al indicate that these compounds 
may permit the development of therapeutic agents for use against cancer, asthma, 
allergy and infectious diseases and as adjuvant, but this has not yet been 
accomplished (pp. 1 137-1 138). The art only teaches the in vitro methods of these 
hybrid compounds. In view of the lack of teaching and guidance in the 
specification and the unpredictability in the art with regard to in vivo use of these 
hybrids to elicit a different immune stimulation profile there would be undue 
experimentation necessary for a skilled artisan to practice the scope of the claimed 
invention. 
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5. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 
that form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States, 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

6. Claims 1-10 are rejected under 35 U.S.C. 102(e) as being anticipated by Raz 
et al (6534062 6613751 or 6552006). 

Raz et al, 6534062 for example, discloses a RNA/DNA hybrid and the DNA 
has a CpG motif (col. 7, 1. 1-33; cols. 20-21). Raz et al discloses modifications of 
the phosphate backbone, which include a phosphorathioate modification (col. 7). 
The prior art anticipates the claimed invention. 

With regard to claims 9, "that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile" 
and claim 10, "an adjuvant comprising at least one oligonucleotide comprising 
both an RNA region and a DNA region, wherein at least one terminus of the 
oligonucleotide comprises RNA", it is noted that the prior art discloses the 
structural components of the claimed invention. The properties defined in claim 9 
are believed to inherent. With regard to claim 10, the recitation of "adjuvant" is 
viewed as intended use. A recitation of the intended use of the claimed invention 
must result in a structural difference between the claimed invention and the prior 
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art in order to patentably distinguish the claimed invention from the prior art. If 
the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 152 
USPQ 235 (CCPA 1967) and/« re Otto, 136 USPQ 458, 459 (CCPA 1963). 

Since the Office does not have the facilities for examining and comparing 
applicants' compositions with the compositions of the prior art, the burden is on 
applicant to show a novel or unobvious differences between the claimed product 
and the product of the prior art (i.e., that the compositions of the prior art does not 
possess the same material structural and functional characteristics of the claimed 
compositions) See In re Best , 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In 
re Fitzgerald et aU 205 USPQ 594. 

7. Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Fosnaugh et al 1989 (Molecular and Cellular Biology, Nov. 1989, 9/1 1 :5215- 
5218). 

Fosnaugh et al disclose the elected SEQ ID NO: 7. It is noted that the claims 
are directed to an immunostimulatory composition comprising: at least one 
oligonucleotide comprising both an RNA region and a DNA region, wherein at 
least one terminus of the oligonucleotide comprises RNA. The prior art discloses 
the RNA at either or both termini and a DNA sequence that has a CpG motif as 
claimed. 

With regard to claims 9, "that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile" 
and claim 10, "an adjuvant comprising at least one oligonucleotide comprising 
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both an RNA region and a DNA region, wherein at least one terminus of the 
oligonucleotide comprises RNA", it is noted that the prior art discloses the 
structural components of the claimed invention. The properties defined in claim 9 
are believed to inherent. With regard to claim 10, the recitation of "adjuvant" is 
viewed as intended use. A recitation of the intended use of the claimed invention 
must result in a structural difference between the claimed invention and the prior 
art in order to patentably distinguish the claimed invention from the prior art. If 
the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 152 
USPQ 235 (CCPA 1967) and In re Otto, 136 USPQ 458, 459 (CCPA 1963). 

Since the Office does not have the facilities for examining and comparing 
applicants' compositions with the compositions of the prior art, the burden is on 
applicant to show a novel or unobvious differences between the claimed product 
and the product of the prior art (i.e., that the compositions of the prior art does not 
possess the same material structural and functional characteristics of the claimed 
compositions) See In re Best , 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In 
re Fitzgerald et al. . 205 USPQ 594. 

8. Claims 1-10 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Lees et al 6632923 or Dumas et al 6639063. 

Lees et al discloses the elected species SEQ ID NO: 16 (see SEQ ID NO: 51 
of the patent). 

Dumas et al discloses the elected species SEQ ID NO: 7 (see SEQ ID NO: 
11708 of the patent). 
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With regard to claims 9, "that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile" 
and claim 10, "an adjuvant comprising at least one oligonucleotide comprising 
both an RNA region and a DNA region, wherein at least one terminus of the 
oligonucleotide comprises RNA", it is noted that the prior art discloses the 
structural components of the claimed invention. The properties defined in claim 9 
are believed to inherent. With regard to claim 10, the recitation of "adjuvant" is 
viewed as intended use. A recitation of the intended use of the claimed invention 
must result in a structural difference between the claimed invention and the prior 
art in order to patentably distinguish the claimed invention from the prior art. If 
the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 152 
USPQ 235 (CCPA 1967) and In re Otto, 136 USPQ 458, 459 (CCPA 1963). 

Since the Office does not have the facilities for examining and comparing 
applicants' compositions with the compositions of the prior art, the burden is on 
applicant to show a novel or unobvious differences between the claimed product 
and the product of the prior art (i.e., that the compositions of the prior art does not 
possess the same material structural and functional characteristics of the claimed 
compositions) See In re Best . 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In 
re Fitzgerald et al. . 205 USPQ 594. 



9. Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Accession No. AP000792 and AP000728 published in the Database 1999. 



Application/Control Number: 09/874,991 
Art Unit: 1645 



Page 12 



Accession No. AP000792 and AP000728 disclose elected species SEQ ID NO: 6 
(see the attached sequence search printout). 

With regard to claims 9, "that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile" 
and claim 10, "an adjuvant comprising at least one oligonucleotide comprising 
both an RNA region and a DNA region, wherein at least one terminus of the 
oligonucleotide comprises RNA", it is noted that the prior art discloses the 
structural components of the claimed invention. The properties defined in claim 9 
are believed to inherent. With regard to claim 10, the recitation of "adjuvant" is 
viewed as intended use. A recitation of the intended use of the claimed invention 
must result in a structural difference between the claimed invention and the prior 
art in order to patentably distinguish the claimed invention from the prior art. If 
the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 152 
USPQ 235 (CCPA 1967) and/« re Otto, 136 USPQ 458, 459 (CCPA 1963). 

Since the Office does not have the facilities for examining and comparing 
applicants' compositions with the compositions of the prior art, the burden is on 
applicant to show a novel or unobvious differences between the claimed product 
and the product of the prior art (i.e., that the compositions of the prior art does not 
possess the same material structural and functional characteristics of the claimed 
compositions) See In re Best , 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In 
re Fitzgerald et al. . 205 USPQ 594. 
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10. Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Bonaldo et al Genome Research, 1 996, 6/9:79 1 -806. 

Bonaldo et al discloses the elected species SEQ ID NO: 6 (see the attached 
sequence search printout). 

With regard to claims 9, "that each of the oligonucleotides of the 
immunostimulatory composition elicits a different immune stimulation profile" 
and claim 10, "an adjuvant comprising at least one oligonucleotide comprising 
both an RNA region and a DNA region, wherein at least one terminus of the 
oligonucleotide comprises RNA", it is noted that the prior art discloses the 
structural components of the claimed invention. The properties defined in claim 9 
are believed to inherent. With regard to claim 10, the recitation of "adjuvant" is 
viewed as intended use. A recitation of the intended use of the claimed invention 
must result in a structural difference between the claimed invention and the prior 
art in order to patentably distinguish the claimed invention from the prior art. If 
the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 152 
USPQ 235 (CCPA 1967) and In re Otto, 136 USPQ 458, 459 (CCPA 1963). 

Since the Office does not have the facilities for examining and comparing 
applicants' compositions with the compositions of the prior art, the burden is on 
applicant to show a novel or unobvious differences between the claimed product 
and the product of the prior art (i.e., that the compositions of the prior art does not 
possess the same material structural and functional characteristics of the claimed 
compositions) See In re Best , 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In 
re Fitzgerald et al. , 205 USPQ 594. 
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11. No claims are allowed. 

1 2. The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

13. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to N. M. Minnifield whose telephone number is 
571-272-0860. The examiner can normally be reached on M-F (8:00-5:30) Second 
Friday Off. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Lynette R.F. Smith can be reached on 571-272-0864. The 
fax phone number for the organization where this application or proceeding is 
assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-2 1 7-9 1 97 (toll-free), . n ~ 
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